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Supplemental Fig. 1

The extract of tokishakuyakusan prepared from crude drug mixture
(25 mg) was suspended with MeOH (1 ml) and sonicated for 30 min.
The supernatant (25 pl) was injected to HPLC with the following
conditions: system, Shimadzu LC-10A ,, (Kyoto, Japan); column,
TSK—-GEL ODS—80.g (4.6 x 250 mm, Tosoh, Tokyo); mobile phase,
0.05 M AcOH-AcONH, bufter (pH 3.6)/CH;CN 90:10 (0 min) —
0:100 (60 min), linear gradient; flow rate, 1.0 ml/min; column
temperature, 40°C; and detection, 200 — 400 nm by a photodiode array
detector. Some peaks were identified by the retention times and UV
spectra of the standard compounds.



1485

Glct a
CH,0-Gal
0 0O—Gal o
@co CHY 0-Gal W
Gal-O o & OH
paeoniflorin oGl
pentagalloylglucose
+ 16-ketoalisol A
Meo]@/\/cozrc
Glco,, +
ﬁ;\ Ll -100
@CO ) ferulic acid MEOQ:OZME 0y
albiflorin paeonol © = — N\_on
©/°°2” atractylodinol
\ benzoic acid
I 5
{ C0,2GIc0,, A
L O ﬁ;}c S ;
| Z ™0
\L\ el o o
l benzoylpaeoniflorin senkyunolide {
ligustilide
b o A W [

— — \
atractylodin
200 B
250 3
300
Wavelength
P o min
A N as.000 30000
350 -
~ 30.000
P 25.000 M\
> 20.000 Ti o\
400 - 15.000 me = o
/ N acetylatractylodinol
OMeo
xanthotoxin
Supplemental Fig. 2

The extract of tokishakuyakusan supplied from Tsumura Co., Ltd.
(25 mg) was suspended with MeOH (1 ml) and sonicated for 30 min.
The supernatant (25 ul) was injected to HPLC with the following
conditions: system, Shimadzu LC-10A , (Kyoto, Japan); column,
TSK—GEL ODS—80.g (4.6 x 250 mm, Tosoh, Tokyo); mobile phase,
0.05 M AcOH-AcONH, bufter (pH 3.6)/CH;CN 90:10 (0 min) —
0:100 (60 min), linear gradient; flow rate, 1.0 ml/min; column
temperature, 40°C; and detection, 200 — 400 nm by a photodiode
array detector. Some peaks were identified by the retention times
and UV spectra of the standard compounds.
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Supplemental Fig. 3

The extract of kamishoyosan prepared from crude drug mixture (25
mg) was suspended with MeOH (1 ml) and sonicated for 30 min. The
supernatant (25 pl) was injected to HPLC with the following
conditions: system, Shimadzu LC-10A , (Kyoto, Japan); column,
TSK—GEL ODS—80.g (4.6 x 250 mm, Tosoh, Tokyo); mobile phase,
0.05 M AcOH-AcONH, buffer (pH 3.6)/CH;CN 90:10 (0 min) — 0:100
(60 min), linear gradient; flow rate, 1.0 ml/min; column temperature,
40°C; and detection, 200 — 400 nm by a photodiode array detector.
Some peaks were identified by the retention times and UV spectra of
the standard compounds.
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Supplemental Fig. 4

The extract of kamishoyosan supplied from Tsumura Co., Ltd. (25 mg)
was suspended with MeOH (1 ml) and sonicated for 30 min. The
supernatant (25 pl) was injected to HPLC with the following
conditions: system, Shimadzu LC-10A ,, (Kyoto, Japan); column,
TSK—GEL ODS—80.g (4.6 x 250 mm, Tosoh, Tokyo); mobile phase,
0.05 M AcOH-AcONH, bufter (pH 3.6)/CH;CN 90:10 (0 min) —
0:100 (60 min), linear gradient; flow rate, 1.0 ml/min; column
temperature, 40°C; and detection, 200 — 400 nm by a photodiode array
detector. Some peaks were identified by the retention times and UV
spectra of the standard compounds.



2022

>

COH @Cf’zfeucn,%
O Ot 5

benzoic acid

CHO
G'w"’pé °_> benzoylpaeoniflorin ©/\/ -150
g ]
0,CH; OH
@C o cinnamaldehyde
paeoniflorin
cinnamic acid
MeO: CO,Me
on GIcO,, | -
@—Fo—sm&m > i
H @cozcm i paeonol
amygdalin

albiflorin /f ‘
il R B

Wavelength .
e min
350 50.000

400

Glc0,, _~~—Q

ooooo

= >0 I
o= T

pentagalloylglucose

oxypaeoniflorin

Supplemental Fig. 5

The extract of keishibukuryogan prepared from crude drug mixture (25
mg) was suspended with MeOH (1 ml) and sonicated for 30 min. The
supernatant (25 pl) was injected to HPLC with the following
conditions: system, Shimadzu LC-10A , (Kyoto, Japan); column,
TSK—-GEL ODS—-80. (4.6 x 250 mm, Tosoh, Tokyo); mobile phase,
0.05 M AcOH-AcONH, buffer (pH 3.6)/CH;CN 90:10 (0 min) —
0:100 (60 min), linear gradient; flow rate, 1.0 ml/min; column
temperature, 40°C; and detection, 200 — 400 nm by a photodiode array
detector. Some peaks were identified by the retention times and UV
spectra of the standard compounds.
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Supplemental Fig. 6

The extract of keishibukuryogan supplied from Tsumura Co., Ltd. (25
mg) was suspended with MeOH (1 ml) and sonicated for 30 min. The
supernatant (25 pl) was injected to HPLC with the following
conditions: system, Shimadzu LC-10A , (Kyoto, Japan); column,
TSK—-GEL ODS—80.g (4.6 x 250 mm, Tosoh, Tokyo); mobile phase,
0.05 M AcOH-AcONH, bufter (pH 3.6)/CH;CN 90:10 (0 min) —
0:100 (60 min), linear gradient; flow rate, 1.0 ml/min; column
temperature, 40°C; and detection, 200 — 400 nm by a photodiode array
detector. Some peaks were identified by the retention times and UV
spectra of the standard compounds.





